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(57) Abstract: In the field of pharmaceuticals, it is intended to provide drugs whereby the preventive and therapeutic effects of a 
1^ GnRH agonist on various diseases can be enhanced and QOL can be improved. More specifically, combination drugs characterized in 

that the GnRH agonist is combined with a chemical selected from among SERM, SARM, sex hormone synthesis inhibitors, receptor- 
C type tyrosine kinase inhibitors, bone metabolism regulators, drugs for immunotherapy, cytokine/chemokine inhibitors and endothelin 

receptor antagonists. Owing to these combinations, excellent effects of enhancing the preventive and therapeutic effects of the GnRH 
^5 agonist on various diseases and relieving side effects can be established. Furthermore, QOL can be improved thereby. 
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(57) Ufa: 

Jl ft: W ^ « , GnRH7^ = ^ hiitt, S E R M 15 , SARM 

at was 3^ 3iSie&3£> ^-Yb^-Y^-^^-^-f^ia^^^^^^K 

itStOTfc!), ^^Sll^^^f l: i 0 , GnRH 

t =f ^ * i> \z x z>&mmm(D^P5 • feii*©^!, ©j t£ © & « 4£ 

t> <d -e & 5 „ 



WO 03/015820 PCT/JP02/08130 

1 

mmw 

LHRH (feKHGnRH) £ IT^I ^n^nW^^)V=E>W.^)V^y 

nsLH iFSH mmmm.^)^» \±mm\z^mvx 

Ftt*^>©M*J^n§. C(Oi:t*IIIfflbTGnRH^fflSft5 
ffritJM, &ffilttJllM*> ^ftJB&E, ^KlftiKWfi, JB 

^TcQOL (qualityof life, £|R]±$-fr£ Z t&X£Z>mM£> «ktf 

*mwm&fe, ±m<D&m&mfc?&ftib\z®Mmt&n.teitm^ g n rh 

TrfnXh^SERM^ SARM^, teaf^V^E g*#SI5 1 D^>+^— 
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Cl] GnRHT^XhiSERM (selective estrogen receptor modulator) 

-c^-m. mmmmmm, m^mmm. ^mm, nw&. pms (premenstrual 

syndrome) , nmmmm^tc^ )Vz/V A • U >#ftifP$«©^l£ • ; 

C2) SERM»D^i/7x>, 7j^^J/7i>, 7V7t+y7xX 
TSE-424, SERM— 3 3 3 9tfcttSPC-8 4 9 0 T S> -2> ifffH Cl] 

[3] ^K^^^(DSI*I|3*^©^±^$>^ttifB Cl] tzmvmM; 

[4] Pf?L*ft/(CMbT, G n RH73^X h Of fit S E RMi©f it t 

'Bmm. T)iyM^-m> mmm&mm, ^mmm^ ^fmmm, mum, p 

C5] m%WimznVX, G n RHT^X h©tl)I^ S E RMl©»i: 
C6] DfMtlfc^fbT> G n RH73^X h ii^: S E RMl©f ilt 

C7] l*fL»Jt/fcMbT, Gn RH73-X h©f Mi S ERMi©tiIi 

C8] GnRH7 d-X htSARM (selective androgen receptor modulator) 

C9] SARMi^LGD 2 2 2 6Tcfe<SffffB C8] fBf!c£>Elg ; 

CIO] m^LWimzMlsX, GnRHTzfnX hCD^M^S ARMm©f'?il* 
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Cl 2] ffi^;V^>^a§^UT-ifia^Ta5^MfB Cl 1] fBite^B^ ; 
CI 3) MAB (Maximum androgen blockade) 3S^J*tf2&SMSB Cl 1] fBi£©B 

Sft* t Sfi^^T^f « £ £ £ Bifida &*, MSUBUBtfeS, 

C15) Pt?L»J#l^bT> GnRHT3 f -X b©WSSfii:UT-ifia^©W 
^M<h^m^.^t)i±T^^-r^ £ £. &$fWL tt§MAB, (Maximum androgen 
blockade)-^?* ; 

[16] Pf¥L»t/rabT, GnRH7^bOfMt'J7-fi§i©f 

C183 — HmmMifl?7<{ , f'~'7* -f^-^ -fev^ 

S 1 -7 7 4, SU-6668, SU-101, GW-2016Sfc^ 
C I - 1 0 3 3T&&HutB Cl 7] f3*©Elg ; 
U 9] PfiMjW^bT, GnRH7^X h®fltiS§WDy^ 

C2 0] tfa.*P<DnimikHER2m<DMm\ZJfcCX, GnRH7^Xh(DtiI 
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i/^A • u ymmmm^m • ; 

[2 2) t-raWM5«^7^>Fo>», x?HD>8, <A>Fn>St, <<> 
tsY-u >m. Uir Hp >Bt # p H p >fit A° 5 Hp >m> *;WN° H p >8fe, 1/ 

1/HD>1, ^FD>E *UHD>E EB-1053, YH529, ^7 0 >J77#>* 
fdWXft^nf^U >T$.^ttifB [2 1) |B«©IS^; 
[2 3) mmMmizMlsT. GnRH7^X hOtiltMiilOf ^1 

[2 6) Ifilt OTObHER 2*©^gfcjSCT, GnRH7^XhOfiI 

t ^t^t»ii:T^4T £fuf3 [2 5) IBRaffiSfr • ii&lfc 

77**; 

[2 7) Pt?LiJj^(C*fbT, GnRH7^X h©f 

w^^t^ttitiift^sfT^ citswiRt'rs^scifiai, lUBg&raTOfl&jftote 

[2 8) GnRHTP'nX H £1M h;*K> • ^r^-T >M8I£ Sffi^fcii: 
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[2 9] m^MmzMVX, GnRH7^-X h©til W h*-f > • ^ 

b& • testes* ; 

5 [3 03 jftLff^W^bHER GnRH7^Xh0fM 

. 9] mm^m • mm^m ; 

io ; 

[3 2] !>HtU >g§#T>^rf^X h/^T h ^-fe>^ >> YM-5 9 8, 
TA-0 2 0 1,Bosentan, SB-217242, SB-2 0 9 6 7 0, 
TBC-1 1251, BQ-123, ABT-627 
Cyclo C-D-Asp-Asp (Rl)-Asp-D-Thg(2)-Leu-D-Trp-] 
15 [:&*> Asp(Rl)«TXA°^^>mi3-4-^3i-;i/t 0 ^^> ? >T^ 

Thg(2)«2 -fxx;^U'»iS^t ; 3 T&^ns^^F&swa-e© 

[3 3] Hi¥L«jtlfcMbT, Gn RH73'XX h©f iitX> U 

[3 4] GnRH73^X h^> ft 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
Iftty. YteDLeu, DAla, DTrp v DSer(tBu), D2Nal 43 .ktfDHis (ImBzO^Ilte; 

n&$is^ z « nh-c2H5 *fc«Giy-NH2 &-^n-^n^*r] tifcsns^^f 

25 F£fc^©^T&&fi[f3 [1] > C 1 1 3 . [1 7] , [21], [2 4], 
[2 8] [31] fB*&<DESS; 

[3 5] GnRHTxf~Xh^\ ft 
5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5 
T^n^^FcDlM^SSfirfB [3 4] |B«c©IS^; 
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[1] , [11], [17], [21], [24], [2 8] [3 1] IB 

[37] Mtt^«iV^ 9 p # ^Jl/T & 3 tulB [36] f5«© Efgfr 

5 

W^frte GnRH7^Xh»f^n§o £ S> fclttsfr >#{£#ttT * £ # G 
n RH^f«^§^tt*fc«^ffiM«75:^^W^Gn RHT^riX h *>m? 
15 f)tl5o 

GnRH7^Xh0^tUTH bV~b*>b U-fX G 

n RH yirutf : 3>h^A— 7>F A°— 7* (Treatment 
with G n RH analogs: Controversies and perspectives) [/Ul/if/ > /t:/ 
Uy->>^ y (tfc) (The Parthenon Publishing Group Ltd. ) 5ifrl996 

20 m , #S¥ 3-503165 *f&*U *f#W¥ 3- 1 0 1 6 9 5^ 1*1 7 - 9 7 
3 3 4^J;tX|WI 8 -2 5 9 4 6 0 ^^^^SE^^nTV^^^ 

GnRH73^XhibTil 011*. fcf, -H&5£ [II] 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
25 [^4>, YteDLeu, DAI a, DTrp, DSer(tBu), D2Nal*5 J;^DHis (ImBzl)^ £>78fc£n 

&mm&, z«NH-c 2 H 5 *^«Giy-NH 2 ^^-n^n^T] tgfc^n§»^7° 

^F^7t«^©^<Jf^ffl^&n§ 0 mz, Y^DLeu-tr, Z #%H-C 2 H 5 T&£<:/ 
^ F^fc«^©^ (IP*., 5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 2 H 5 
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%>m&* mmm «m* mm. ^mm) , w« (#u Ik 

GnRH7^7bibt 1 _hfB© U :x-7/a 1/ U > (it'Ja-7ol/'J» 
(1) zfirl/U XGoserelin) 




h 3 c- 

o 



CH 3 



-CH 3 




mh His/ TrP ^Ser/ Tyr ^ N H-V LeU ^ Arg /Pro^ NH /NH Y NH 2 
NH 0 0 

0fcffl#B8f&4 1 0 0 2 7 4-Jf, #PflBB5 2-136172 , 
(2) 7/-fet/U XBuserelin) 

CH, 



H 3 C- 



CH 3 



(^ffl#fFNo. 4, 0 2 4, 2 4 8, H>f y»tt«2 4 3 8 3 5 2^, #MHS 
ft5 1 -4 1 3 5 9f) > 
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(3) hU^hl/UXTriptorelin) 



NH LeU ^Ar g / Pro ^ Gly ^ H 

0' 

(*ffl#r?B^4 0 1 0 1 2 5-^-, #IOT5 2 - 3 1 0 7 3^r) , 
(4) XNafarelin) 

^is /TrP ^Ser/ Tyr ^AIa/ LeU \ Arg /Pro^ Gly/ NH 2 



0 





(ytm<&mM4 2 3 4 5 7 1-^-, #MHH5 5 - 1 6 4 6 6 3^f, ^B36 3 -2 6 
44 9 8^, |WJHH 6 4- 2 5 7 9 4-5§0 , 
(5) tX hl/U XHistrelin) 



N \ 




(6) fXD l/U XDeslorelin) 

0 X^ Hi ^ TrP ^ Ser/Tyr ^ Trp/LeU ^ Arg/Pr °^ N »^ NH2 

0RSI#l!f§4 5 6 9 9 6 7^, ^4218439-^), 

(7) XMeterelin) 




Leu /Arg ^Pro-NH^ CH3 



NH ^CH 3 



WO 03/015820 PCT/JP02/08130 

9 

(PCT WO 9 1/1 8 0 16) , 
( 8 ) n*^- H V U > (Gonadre 1 in) 

(F-f^fFf^ 2 1 3 7 3 7 -if) ^tc^n^^mf^Eti^i^n^o 

5-oxo-Pro-Hi s-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 2 H 5 T^ £ tiZ> ^ H £ 
(OT, ru rL-yai/U >^fc«^-o^j £$rr3i§^&&) ) > 
«fc t) f?S t < f^BI'J a-y n V U ^g^DT^^bfc^J, #y 

£ £ b T $ nta h <D , 3^ > & £ © 1*1 3S-^'14#M © ffi $ n> 

^ <t <h \z—mzm& znfcUMnmzm&zn&m&mmMmxmmT 
z>z.h\z&-o x ±tmm ^mmr zt^x^^ 0 
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— ;W , #^3r>&Rmfe®ffl (flU #uv;K-h8 0 (tm) , hco-5 

&fc, ±mmmfc, mmm w%-\*. vymmmmm, wmj-bvv 

-f^n^^-k)!/) ©#&&©;&& 09*.«, #WHa6 0- 1 0 0 5 1 6^ 
mMmS 2-201816^ #fl¥4-3 2 1 6 2 2^, #19^6-1 9 2 0 
6 #i¥9- 1 3 2 5 2 #19^9 - 2 2 14 1 7^ 1 - 

2 7 9 0 5 4 WO 99/36009 9^&#&£fctBSc©#felC^T|iji 

^©Ife&fcft^J©^^ #t#i¥4-3 2 1 6 2 2#KiB»£nW5 
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b<te 25-65% (W/W) , J:^tL<^35~60% (W/W) 

10 ■ «k D^S L < tt»S U a-^P 1/ 'J » oStftSJttT, T;i/^5>, -tf^ 
£ <D ck 5 h T# £ n& F*37jcffi^ & , Ift$HPfi'&<t& ^ & ffi) 4> fcin A > 

<b (cm 3 ffi a Id W/O/Wi© 3 tax v;V-> a >*^$ii-fc^ 

^- h u * a & a , im or y^mmm u ^ >-x^ i/ > v ;v t? * >i« 
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XX^;V[Tween 8 0, Tween 6 0, 7h7X;^^-ffl, tfVtt*/3L9-]s> 
k^>W#:[HCO-6 0, HCO-5 0, uytlrS.%)VX] fSiE) , 

^MjlltRT^ £D£f£L<teilU0. 0 5%^& 1 0 %©*gHT/B^ £>n&o 
b < tt, U ^--7°n 1/ U «fc D * b < ttSHttU ^-X°n 1/ U » , 
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^gtbTDO. 5-1 0 0 0 Mm<E>iBB#^f &n, «fc h < Ufa 2 ~ 5 0 

ffctt> ®m££#!J££i*£t§B^&nk££<, *9 2&V>L1 0 0 jam 

a - k F D^y h 'J ^J^>iS^^^c^ftff.i^f t^^, D 

^ij3-;pS) s § ^siLi - ^ 'J § u t ^ mz 
^'JMxxtJW &£#W£L^o £Sfc$?;£b<te> ¥LH-^U3— ;UBMI 



WO 03/015820 



PCT/JP02/08130 



5 mit (^JVX) ^10 0/0~l54 0/6 0W*b<, D100/0-S5 

10 Mtt#:Jt«, D-#/L-# (^;V/ ; E;i/%) ^7 5/2 5-^2 5/7 5(7) 
«H0fe©WSl/^ ^©D-#/L-#: (^&;i//^E;i/%) teU #fcD6 0/ 
4 0-#5 3 0/7 0(DggB© ! b©#WB2*l£o 

K r?L»-^U3— ;VHUI«&#:j ®II¥^^t«, MT, 15 3, 0 0 0- 
»1 0 0, 0 0 0, $?£L<te&53, 0 0 0-1560, ooo, $e.i«t< 

15 te£$53, 0 0 0—155 0, OOOOWffl^&W. 

(fi*^^s/m¥^^«) m^mi. 2-^4. 0 

/W£b<, $6>fc«*91. 5-3. 5^#{C0*bVi o 

Il(^7A) *fcDI^2 0—151 0 0 0 Atmol OT-f ^ D^E;i/> ^|ff$l/<, 
20 $5[m»4 0—151 0 0 0 Mmol (T-T^n^W a**Bdf?£bV>o 

110, 000, 707, 0 00, 455, 645, 354, 000, 189, 
0 0 0, 1 5 6, 0 5 5, 9 8, 9 0 0, 6 6, 4 3 7, 3 7, 2 0 0, 1 7, 
100, 9, 830, 5, 870, 2, 500, 1, 303, 5 0 4© 15 SIS 

- ( G P C ) Ifef'JXfl/ >^©^-T«*5 «k W 1/ fc^ifclt %^Oo 

miMU, KlGPCgf (mV-M, HLC-8 1 2 OGPC, <ftttt^^lfe 
gfjf^fcJ;^>) , GPCA7AKF 8 04LX2 (BSfn«XM) *ffifflU 
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^;wtSjfc«j;s*;^^^;i/3£«j tits) M t fc$>\ztfv$Lm<D&& 

IZ-O^Ti&^&t, 4*D¥LBfe Wmg§5Nli/7th-h'J;l' (v / / v = 4 
/9 6) I«2mlfc»#U 0. 01M o-^hn7x^I/bF7^It 
m (ONPH) it (5N*»/7'feh^hU;i'/X^/-;i/=l. 0 2X3 5 
/15) 2mli0. 15M 1 -X^;i/- 3 - ( 3 / tf^) 
-*My^5FIiMI ( tf U y>/I^/-J^4v/9 6 v) 2m 1£ 

7th-hUJV2mlTi#U 0. 5 mo 1 / 1 ©X^? 7 — JMtTKBfeflS* U V 
J^mmim 1 ^JP^T6 0°CT3 '0#&Jfc$i±5. 1 . 5N*»flSth 

U ^A*»*e^l/TYm lit, 1 . 5 NJtKBMfc?- b U # A2fcj£iSt£2frfe£ 
lT5 4 4nm«A (/cm) SSBrTS. — ^> DL-ftl*if«SSJP 

iji^lt, ^(Dmmts)v^^)v^m cmoi/L$7;wuiM^ 

SfcONPH7^WbSTDL-?Ltk F^Hitfctf ©5 4 4nm^S 
£ B (/cm) <i:-r-5i#> i^©¥tSI (^7^) fefe 0 

[COOH] (mo 1/g) = (AYC) / (WB) 

- ^ ^ y — b , ^ x y — ^ ^ > ^jg^m <h lt z <Dmwt 

JKJK#Kitt& (#MBH6 1 - 2 8 5 2 1#) Wtt?^Ht^J3>JH<P0 
Sft^XXfJK^»5©Sll§ffi^felll^ (Encyclopedic Handbook of 
Biomaterials and Bioengineering Part A: Materials, Volume 2, Marcel Dekker, 
Inc. 1995^)T®Br«&o ±IBO^(7)PB^m^^{-^oT#e>n^fi^#: 
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0S*.«, E P - A- 0 8 3 9 5 2 5 mztim<DtinfcftMKJfcK:ff? £ 1 \Z <fc D , 

5 ^0«j&Sc (f!j^«MM7j<«^^fi, #|pg 6 1 -2 8 5 2 1 #&?R#flfD 

iY^f ^ D*^-fe;P&aitJ?!lt*r*KiW:, ^^n#:/ir;V£#m3fl(#!U Tween 
80,HCO-6 0,%)\stf*5/*^)Vt)l'U—X,r)l'*>M±hVV&fe£)* 

£b<fci:&Tfc£) 'fc^a^a^J^ck^JS^^J^i* (^£b< 

20 -2>o 

U J;Dlftl<BWJa-yDl/'J» ©^fi, Gn 

25 by>\ 

L<s»fija-^ui/)j» ®BsaitbT0W$»*Tfcnfcf«fcv>. 

_hiBS]filiflr?LI&#Jfc 1 IH&fc t) iS:#* t IT, ft 0 . 0 1 mg&V> I 100 mg/kg 
#1, £?£L<«ft0. 0 2mgfoV>b5 0mgXkg#S> £ £b< &0 . 05 
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5 0 1-^6 5 Omgm £?£b<tel*JO. 1j&>£> 2 OmgigJt, ckt)#f;U<»*9 

I©fit (#l6 0kgttl/) fccfc^T, -@tO#GnRH7^Xh (If? 

is M&fcf. #9 3*-Jifc— laoS-^^a^fctt, ^AOmfiiM©^# (#16 
Okg(^L) fc*>^T, -@(;^§GnRH7^Xh (£?£L<«, U ol — 
7°Dl/U >%.r£\$t<Dm., J;D^L<»l'Ja-7°Dl/'J» £31itftf 0 . 
1**6 3'0mgSE 1frlZV<feffiO. 1^5 2 0mgSE J;D0Sb<TOl 
^ 6 1 5 m g § V> ttjffiftrt (Cg^tn^J; 

20 ffi©S&^<5D»&*>,#fi6 0 k g ^fc D l:ife|tl/fci^t5 ti^Tf 5. 

(2) J&#CDffiJR («> tJSCT, GnRH7^Xhtffflt§ 

25 

(3) G n RHTJ^ h tfPffliJ?d^SftfflllSIKt5 C tlC<fc D , i& 

*»! bb *s < «asrr s ji t * s , 
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(5) GnRHT^hMltM^^ttiD, ffi»i^#e»n 

(6) GnRH7^bt«tMt§uti;J;D, Add-Back 

5 (7) GnRHT^fnX hi#fffl^<h^#ffl-r§^<tt-i;D,. MAB (Maximum 
androgen blockade) JSE^RJtit^S, &£©^nfc^lll£#3 21 

(1) (XrD^ FteSfcfcfc^X^P-r Htt©) triT>Hny>m 
10 (A) Iftl 

F\ KVrvZT*. h\ SARMi (E LGD- 2 2 2 6) 

l 

(b) Mi^it 

(C) *M 
(DM A B nit B & 5 . 

®Add-Back*S#**im:fc:S (SARMl) .. 
20 <3>UtfF— , fffift, #£:£^©BlffrH©fta* (SARMi) o 

(2) Ufn^ Ftt£fcte#;^nK Ftt©) ^X7hny>i 
(A) IPJ 

^=^>:7x>\ SERMi (M, 7D+y7xX 7;l/l/*'>7i>, 7V 
^^-^->^x>, TSE-42 4, HMR-3 3 3 9, SER 

25 M- 339, SPC-8 4 9 0, HM- 10 1, SOC-84 9 0, WAY - 1 
4 0 4 24) , 7iKXb7>h, ER down regulator^ <*£„ 
"(B) 
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(C) 

(Dmaximum estrogen blockade^fe^RJtbfd/^-So 
©Ad d -B a c kSf^"5Jtlfc^:S. 

io (3) Yt^ssft 
(A) MtfeM 

ik^m&w thx}it.-mx «\ t jv^rMtm (m a. kfit-r ^D7tx775H 

(Cyclophosphamide), -f7*X77^H (Ifosfamide)), 
*V Mx^ir-h (Methotrexate), UFT> 5 - 7Mn77^JK5-FU)), 
15 trC^tttrt^tfK m«^h^-f^>C (Mitomycin C), 7H'J7^^> 
(Adriamycin), ^7°nv-<i/> (Peplomycin)), Uyote&tfiMffl (MXU, t?> 

7Uxfx tf>^», ^+y-;v), H«fe^^r-fe;k u^*-fc;k dj-927, 

TZT-1027, DX-8951f (Exatecan), DE-310, y77°7f> (Cisplatin), %)\/^7° 
~r^y, Ih^H, ^>h7^f>, ^^y^^>, ^h^rii->hD> 
20 (Mitoxantrone), ^n^j^n^X Vt7V^1*>\ bl/^/-T>, M^:7x>, 

^i/x^>, 7^77, tr^tn— ;k i/>^7 r ->, ^/y* ^>UEffim 
(b) 

25 (o g&m 

( 4 ) 5 a - ^-i£ 
(A) 
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(D5 a-V¥?3?-*i.2mmm 

WO 93/23420 ^tlBS^-fb^^ WO 9 5/1 1 2 5 4 #tdSBife©'ft: 
5 4,7/3-^^-4-T1f-5a-3UX^>-3-;t>, 3-^V-4-Tif-4, 7 /3- 

^ ;* ^;i/-l 6j3-(4-^nP7xy + '»-5a-7>h*P^^X 3-rt^ V -4-Tif 
-4, 7 0 6|3-(777^v')-5a-7>Fa77>7d; 2. 

(3)5 a-V&99—M a-V?9$r— M 2 CD— fi£53£ 

WO 95/07927 # fc:fB*&©'fb'&«K 3-t*y-4-7U , -17j3-(2, 5-h'J7 

io ;p^-n^^;V7^i-r;i/-^;wt ; E-r;0-5Q!-T>Hnx^>^^o 

(b) nmmm 

(C) 

15 ®MABm&&pimizf£& a 

(5) a-MPfrMFSS 
(A) JWfc^I 

20 ^A7Dy>, 7/^y/X f7l/'», "fenHi/X T;i/^yS> 

(B) 
(C) 

25 (DfflffcS&fc. 
<DBM1MJ©ISa*. 

(6) Tu*??—>vmmm 

(A) JMfcfcj 
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(b) tt&mm 
(o 

©maximum estrogen blockade^i/^Rj'tgfc&^o 

(7) 1 7 j8-fc HD^>XfD^ Fffl2K£fll*&&3£ 
(B) 

(C) 

<3)M A B&«fctf maximum estrogen blockade^i^njfg^^^o 

( 8 ) nm%kT > v n y 
(b) 

MiLM, ?UK, M&fliJe*^ H#8l-¥-3§^ ^KrtIB9E, ^KJ&«, ffafc 
(O *ifJH 

(DMAB^3d;rXmaximum estrogen blockadeifcfe&*T5JflBK:&5„ 
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(A) MtfoM 

5 7k7fDX (±) -7- (5-^h3->^>V* [b] Wx>-2--f 
-6, 7-^tHn-5H-k°DD [1, 2- c] ^ =^\/-;V- 7 

;k (±) - 7- (5-^;v^-n^>V [b] ft7x>-2- f;W -6, 7 
-ytFn-5H-tfDD [1, 2-c] -r$^/— ;i/-7-^-— ;k (±) - 
7- (4' -y)Vitru [1, 1' -H7x^W -3— f;i/) -6, 7-^tF 
10 D-5H-tfnn[l, 2-c] ^^V-;V-7-^-;K (±)-7-(4' 
-7)13-11 [1, 1' -t:^o:n;i/] -4--OK) -6, 7-vkFD-5H- 

tfan [i, 2-c] -r^yv-;i/-7-^-;K (±) -6- 

->-6, 7 -5>fc Fn- 5H-hfnn [l, 2 - c ] -r 5 &V—)V- 7 — r;W 

-N-^^;i/- 2 -^^s F\ (±) -N-x^;i/-6- (7-tFn^>- 

15 6, 7-yk Fn — 5 H — tf n P [1, 2-c] -i 5. 7 — f -2 

-^7^5 b\ ( + ) -6- (7-tFD^>-6, 7 -i^b h'U- 5H-tfn 
m [1, 2-c] =i¥V~)V-7--()V) -N-^V7°D^-2-t7^5 
H\ (±) - 6- (7-kFn^/-6, 7 -yh FP- 5H-tfPn [1, 2 
-c] -f$^/-;P-7— f;W -2-t7^5F, (±) -7- (4' 

20 [i, l' -tf^^x;H -3— r;0 -6, 7 -$?t: Fp- 5H-tfnn 
[l, 2-c] -r ^^V-;1/-7-^-;k (±) - 7- (4' -^;v^-n [i, 

1' -tf^x^;i/] -4— f;W -6, 7-^tFP-5H-t:nP [1, 2- 
c] -r^^V— 7 -^-;k (±) - 6- (7-kFn+y-6, 7-^t 
Fn-5H-HPP [i, 2-c] -i-==^v-;v-7— f;w 

25 -W5F, (±) - 6- (7-tFD^y-6, 7 - H O - 5 H- tfd 
P[l, 2-c] -T5^V-;i/-7— -2-^7^ K ( + )-7-(4' 
-7)V*U CI. 1' ~t'7xPJW -3— r;W -6, 7-> 5 t:HD-5H- 

tfnn [l, 2-c] <^V-;v-7-3— ;K (-) -7- (4' -r7;v*- 
D [1, 1 ' -H7x^JH - 3— f;W -6, 7-^kFP- 5H-bfnn [1, 
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2-c] <i 5^y-;i/-7-jr-;K (+) -7- (4' -yjv^-u [i. i' 
-lf7x-JH -4— <r;W -6, 7-i?tFn-5H-lfnd [l, 2-c] 
-Y^v-;i— 7 (-) -7- (4' -?)\,*xn [1, 1* -tf^i 
-4 — r -6, 7-^tFo-5H-k°nn [l, 2-c]--f5^V 
— ;]/- 7 -3--;K (+)-6- (7-tHD^y-6, 7-> J hFD-5H- 

tfna [i, 2-c] -<$^V-;i/- 7 — r;W -n-^^;p- 2 -^7^5 h\ 
(-) -6- (7-hFn^>-6, Ha- 5H-tfna [l, 2-c] 

^5^/-^- 7 — r;i/) -N-^-2-t7^5F, ( + ) -6- (7- 
7-> ? tFn-5H-HnD [1, 2 - c ] -f ^ ^\A- )V- 7 
— <i)V) - 2 -^^^5 H\ (-) -6- (7-tFD^y-6, 7-^tFn 

-5H-tfnn [i, 2-c] -<5^V-;i/- 7 --r;W - 2 -^-t^ h*&£ 
OUT— (C 17>20 - lyase) Ifi^^Hc 

(b) ttmmm 

m&mm. $um> miLmE^m. mmm^rn. ^-gftmm, tkii, 

(C) 

®M A B 43 <fc ^maximum estrogen blockade£tfe#*Rl!Bte:&£. 
<E>»JftMB©««. 

do) v/vwummmwm 

(B) *t#$s& 

jttejsai, sue* miimm%v<^%m(Dmm^Eo 

(C) ssm 

(11) ^n^>t)A»»fls#*a«FH 
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(b) ttmmm 

(C) 

5 ©nmmommo 

(12) ^ji=e>m^M 

(A) 

(b) ttmmm 
(o 9m 

®MAB pjf I \Z t3L % . 

(13) §^#S?D'»^t- iflfiSH 
(A) JMfrM 

20 ^fy^^^fi^ Vv^r (iressa) ™) , ;* VMM UfV ?™) \ 

ODI-7 7 4, -iZ^^^y\ SU-6 6 6 8, SU-101, GW- 2 0 1 
6> C 1 - 1 0 3 3, 2 - [1- [3 - [4- [2- [ (E) - 

2- (4-hij7Mn^f;P7i-JW x^--;i/] ^+J-y*-;i/- 4 -<;K1 
/b+y7i^] 7°okvi/] -ih-^5^/-;1/-2 — r;H -i-x^/ 

25 -;k 1- {3 - [3 - ({2 - [ (E) - 2- (2, 4 -i?^;V^D 

x^x;H -l, ;V-4->r;W ^h^) :/nt!;w 

-1H-1, 2, 3-hUTV-;K 1- (4- {4- [ (2- { (E) -2- 

[4- (hU7JVtD^?;w 7x-;w x^x;w -1, 3-^^/-;i/- 

4— t)V) *Y*V\ 7i-jW T^V) -1H-1, 2, 3-h>J77Hk 
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2- [1- [4- [4- [ [2- [ (E) -2- (4-JL^)lyx.-)l) X^rX 

)V\ -l, 3 -^-y-!/— ;v-4 — r ;H 7i^jW -ih 

^^V-;i/-2--r;H - i -x^y-;K [i - [4- [4- [ [2 - [ (e) 

-2- (2, 6-^7MD7x-;0 x^-x;v] -1, 3 -ttW—JV- 4 

— r;w 7i-jw -ih-i, 2, 3 

- [1- (3- {3- [ (2- { (E) -2- [4- (h'J7Mn^^) 7 

xx;i/] x^x;i/} -l, 3 -^-^ity— ;i/-4 — OV) ^h^] y^~M 

y°u¥)i) -ih — rs^v/— ;i/-2 — r;w -1, 2 -7°D/\°>yt";k 3 

- (1- {4- [4- ( {2- [ (E) -2- (2, 4-5?7Mn7x^;W 

x^x;v] -1, 3-^wy-;i/-4 — r;W * r7^x;w :7^;w 

-lH--f$^/-;P-2-^;V) -1, 2 -7°D/^>7t-JK [1 - [4- 
[4- [ [2- [ (E) -2- (4-^^7x^JW Xt^JW -1, 3 

4 — ^}.^^] y^-ji] y*3-)V\ -1H-1, 2, 3 - h 
'J7y-;k 1- (3 - {3 - [ (2- { (E) -2 - [4- (bU^^n^ 

7ixjW x^x;W - 1, 3 ^ttW— ;i/-4— r;w ;*h^>] 7 

i-;W yntf;i/) -1H-1, 2, 3 - h»J7^-ML<^l - (3- {3 

- [ (2 - { (E) -2- [4- (b'J7Ma^fJW 7iXJW x^rx;W 

-l, 3 -^=MJ-V-;i/-4 — r;U) * h^>] :7xx;W 7nww -1H- 

1 , 2, 3 - h U y V-)V$Lfcl%^(DMfc £. 
(B) 

(C) ^ 

(Dm a b wwfi fJIB 1^5. 

d4) n»ftimtt& 

(A) 
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Hn>m> x?Fa>E ^A>Hn>E -f>*Fa>E U-feHn>^ %u 
H □ >m> 5 >M> EB-1 053. YH529& £) , J^S^l/^E^^®!^ (MK-0677) , 

(B) MM^B, 

(C) 9AM: 

(is) %Mmmm 

(15-D n&mm)wmmfcfiL&mmzm^Bnz>$i^ vz^y, fmm 

(A) 

n > , -f > ^ — a -r ^ > ) &t'^ffl^6ft5. H # W > PSMA 
(Prostate-Specific Membrane Antigen) vac cine (Northwest Bio), Dendritic cell 
therapy (Dendreon),MDX-220 (MedarexhMAB-PSMA (Bi ovation), Ant i-PSM vaccine 
(M&EBiothech), Prostate cancer vaccine (Corxia) , MAb-PSA (AltaRex), MAb-PSMA 
(Nor thwestbio therapeutics), MAb-PSCA(UroGenesys) &<Ho 

(B) ttmigm 

(C) ^ 

(DM A B WM&nS m \Zf£&o 
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(15-2) ^r(Dm<Dm* 
(A) JMfcfll 

131 1-chTNT-l/B (Peregrine Pharm) > MAB-bispeci f ic-HER2 (MedarexK Cetuximab, 
Bevacizumaba (Genentech), SK-1 MAb (HygeiaK PE-40-MAb (BR96, BMS) > J-59K 
10 Anti-EGFR MAb££<E 0 

(b) nmmm 

(C) %}$k 
15 (DMAB^^Bjfg^^^o 

d5-3) ^(Dm(Dv??->$>z>\<mfiLmmM 

(A) 

MAK cells + bispecific antibody (IDM SAK IL-2 + it-f h;£K> (CEL-SCI), 
Cancer vaccine (Onyvax) , Heat-killed M.vaccae (SR Pharma) , GBC-590 
25 (SafeScience) > Cancer vaccine (ImmunoTherapy) , ADJUVAX-100-A (Jenner) , 
IPS-21 (BiostarK Mycobacterium Cell wall Complex, GP I -01 00 (Galenica Pharm) , 
Globo-H-KLM vaccine, BPH therapy (Zonagen) > Ant i-PSM vaccine (M&E Biothech) , 
Prostate cancer vaccine (Corxia) f£<ti 0 

(b) ttmmm 



WO 03/015820 PCT/JP02/08130 

28 

(C) 

(16) EGFR^^Vi«EGFR(D^;#: J ^y^^> 
(A) 

cetuximab (IMC C225, ImClone Systems'), EGFRy 9 ^ yfS. <E„ 

(b) tt&mm 
(o 

(17) T«ffla&5MbSWffl^ 

(A) jy*09 

6, 7-^h^>-4- (3, 4-^h^>7x-JW -2- (1, 2, 
4 - h VTV~)V- 1 — U >- 3 -*M>iXfJl/X7f^ 
(#^7 - 1 1 8 2 6 6#^R) 

(O 
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(1 8) HER2fift 
(A) MfoM 

5 (B) ^f^B 

(C) 

(19) ik h^-r >/^e;*h « 
(a) mm 
is (i9-i) zynzmsm 

(i) TNF|fi$!l 

X^t-t^h, D2E7, CDP-57K PASSTNF- a , pJ?§ttTNF 

^#r, TNF-a^SS, irCTNF- a irE#, DPC-3 3 3, sTNF-Rl, T 
BP-1, CDP-8 7 0, PASS-TNF-a, ISIS-1 0 4 8 3 8& 
20 <Ho 

(n) -r>^-n-r^>- immn 

(iii) -i>?-u^*>-6mmm 

25 MRA (irL-T>^-n-r^r>-6gW#irL#)^ Ift^T — P-f 3r>-6#L#, Sant-7 
(-f >^-D<^r>-6^#:^Jn:^)^^o 

(iv) -f>^n^f^>-iol 

-r>^-n-r^>-i o/^^o 

(v) -f u-f*>.-l 
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(v) -f >? — 7 x.U>- a&&ZS- rB&* *itfTNF-a|af^ftjt^l 

m 

AGT— 1 

5 (19-2) iY$ynz<mm\ 

(i) CXCR4}« 

(ii) CCR7^fE^ 

(iio MAP+t- vm&m 

PD-9 8 0 5 9, BRIB-7 9 6, SCIO-4 6 9, SB-28183 
10 2, RWJ - 6 7 6 5 7 RO- 3 2 0 - 1 1 9 5&£. 
(iv) Mfc^MBM 

SP-1 00030, NF- k , NF-kB, IKK-1, IKK-2, &P-lfc£^y^)V&M\Z.ffi&'?Z> 

15 T-614, SR-31747. ymFifeHo 

(vi) TNF-a^iiiEtl 

(vii) n>T3r>-l/3£ifc#*MF3i! 
HMR3480/VX-740&£„ 

(viiii) -i>? — U^*>-6&mM 
20 SANT-7&£ 0 

(ix) -f>^ — D-f^>- 8lS#li 
ll-S^mM. CXCRl & CXCR2tetngS&£. 

(x) trtt-O&Wm 

25 (xi) ^>^—U^^->-2^MW^^m 

(xii) Therapeutic vaccines 

(xiii) mm^mmm 
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Rj}§'I4TNF- a ^gtffc HSV- 1 kfc £fn$H£ftsJB £Wf S & /Lit $ i* 5 



(xiv) T>^>7,i\:^m 
5 ISIS-104838&£ o 

(b) tmmm 

(C) 

(20) X>Fiz U >^#:T>^^-X h 

is (a) mom 

T h^il>^> ; YM- 598 ;TA-0201 ; 




(Bosentan) 



CH, 



0 




20 



(SB-21724 2) 
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(TBC- 112 5 1) ; 
5 Cyclo C-Asp-Pro-Val-Leu-Trp-3 
(BQ- 12 3) ; 
Cyc 1 o C-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-] 

Asp(Rl)«TXA°^^>mj3-4-^i^;Vtf^^^>T5 
Thg(2)«2-^X-;i/^U->>y«^^t-o ) Tf^^nS^/fHX^O^ 
io h U VkM ; 




(ABT- 6 2 7) m\zm^, LU- 135252, J- 1 04 1 3 2, ABT 
- 5 4 6, EP-A-4 3 6 1 8 9, EP-A-4 5 7 1 9 5, EP-A-46 
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0 6 7 9 


E P — 


A — 


4 9 6 4 5 2 


> E P 


— A — 


499266, EP 


-A- 


5 1 


r\ r~ o r* 

0 5 2 6, 


E P — 


A- 


5 2 6 6 4 2 


, EP 


-A- 


526708, EP 


-A- 


5 2 


8312, 


EP- 


A- 


5 5 2 4 8 9 


> EP 


-A- 


555537, EP 


-A- 


6 2 


6 17 4, 


EP- 


A- 


6 5 5 4 6 3 


, EP 


-A- 


714909, EP 


-A- 


8 1 


5 8 7 0, 


WO 9 


1/1 3 0 8 9, 


WO 92/12991, WO 9 2/2 0 7 0 



6, WO 9 3/1 0 1 4 4 WO 93/13218, WO 93/17701 WO 9 
3/21219 JP- A- 244097/1992, JP-A-261198/ 
1 9 9 2, J P-A-2 8 3 6 0 0/1 9 9 2, J P - A- 2 8 8 0 9 9 / 1 9 
92, JP-A- 1 7 8 8 9 0/1 9 9 3, JP- A- 279390/1993, 
10 J P-A- 173161/199 5 BBR©^*. 

(b) ttmmm 
(o 9m 

(2 1) T >^t/Z> I i ^W#T>^=f-x b 
(A) MtfaM 

20 (b) *f^^a 

(C) ^ 

25 (2 2) /^n^/y^— if#Pff« (COX-IIWlti. COX- I I 
(A) 

-6 6 3, /Wl^n^rA Al/H^/:/, Xh'j3^, ;v^:n^/:7\ 
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SC- 5 7 6 6 6, ^73^5/^, S-2 4 7 4, *JZuy^y%^ -f > 
^->>, n + V7°n7xX CS- 5 0 2, CT-3, ABT- 9 6 3, LAS 
- 3 3 8 2 6, ONO-2 5 0 6&H. 
(B) 

(C) 
(MiH^o 

(b) 

(C) 

(B) M^ife 

(C) zhWz 

(2 5) V^b^^^^T^toh, triV7hX^f>^« U^> 
(B) 

(C) 3&jH 
<g>BlftMH©£i*. 
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(2 6) tDh->^7>^^Xh, Stnh^>^#ift U#>F-Mr 

(a) 

Tzf*??-> (S-2 0 0 9 8) , DU- 1 2 5 5 3 CK NAD- 2 9 9, CP 
-4 4 8 1 8 7fe£o 
(B) MM&m 

(O s»m 

(2 7) GHRH§f#:7>^^h> RGHRHgtM^ U^>F-h^» 



(A) 

CMPD-1&& 

(B) *f*l^i& 

(o mm 

(2 8) T>Fny>^#fiia*13£l£ 

I L-6&£o 
(B) 

(C) ^ 

(2 9) T > F Dy>S§{WM 

(b) $mm& 
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(C) 

( 3 0) >f^fflW«aS 

(B) ft&gUS 

(C) g&JH 

(3D ««H^fflia« 

(B) *ftfe££t 

(C) ^ 

(3 2) -earns 

Ad d-B a c k*fei«, Gn RHT^-^ hOK#t«fc 0 Jl'POtt^ 

nz*)v^y\z&ftvxmmik-rz>mB.(D^m ■ mm&ffsm&te* un&^ 

d-B a c kSfl^BSIB-rs*^**) SWS&ttfc&^bT^SI&at^*^. 
iilTAdd-Ba c k^J«P^#(c «fc 0 , &#T5©J&W£bV>. 



WO 03/015820 PCT/JP02/08130 

37 

fciU #i|7Lfc£\ (1) GnRHT3f~X h<h#fffl^<h^|W|B#^SMkbT#e.n§ 
©»J0*£#. (2) GnRHT^~Xhi:#ffflm<h^SfJ^^»Hl:L-T# 
6n^2a<Z)MM©|Wl-^#SiBST©|W10#^#, (3) GnRHT^nXh<h# 

X<D&-¥. (4) GnRHT^fnXhi#ffl«<h§SU^^^KbbT#6,n§2 
m(DMm<Dmf£%&WmX(Dmm%i-¥, (5) GnRHT^-XhMli 

mmMvmmtzm^znx^^mm^wizw^n&mfetisXte, smm 

nz>mem, mum. m^mmsmmm, &%wtmymmz%>tf%>m%u mm 
mmm. mnoffl. mmmi mmm^zsmmimm^mf^ri^o n\z&mz 
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mc, m^mmm, tmumi m&m, imai, rnmm, mmmmcomm* 
io ^^^h^vd-x^ h u v&mwtf 6n§. 

n^r~>x°u tf;Hz^n— e>n5o 
mmmJ}MtVX^m^-£^V ^U>^fV n-;k ;7°n t?l/>^U n-;k 

^?B^j<hbT«, m^H^E D-v;nfh-;K JM^-HJ^a, ^ 
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5 mki\MLhxu, mpLUmmmM, rxajv^ym. a-bayx.u-jvm 
§ a^mgij^M^ l xitj o. oi^lioo as% ", m s u < o . 

10 &43, lufHLfeGnRHTrf-X h^Wr^WJ^#fffl^^SB'&^-&§^ 
TffiaST***, a«iCW^fc^bT#&l^b9 9. 9 911%, $?£L<te: 

M^«\ 0fffl2£fck #ifc?HJ (#K V^-y (Tween) 8 0 (X h 

®> , hco 60 (B^5*JPXfi) > *'Jifl/>^'Jn-;k 

# a#) , iMSfg&ai (flu #u v;ws- h 8 o , DMf) > ir»W (#tk 
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U tfn— ;i/ tf d U F >> tHD^o tf n — x & E) X teM^'J , 

&)V#. Xf7U>f7^^^A, ^iJXfl/^Un^JV 6 0 0 0&£) 
y'Jln^yi? F 6 8, -fcJl/n — X7tr — hy&U—b* k F n^^X°D tf;l/ 

ifl/>^'jn-m 7 0 nHi/>^'J3-;k *ffi^;vafeWibTtt, 
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SSaass «fc ^©WKte^rateW C^to 

a tt^'J "t 1 CD £ CD Mm « 0 . 5-5 0w/v%, £?£b<«3~2 0w/v% 
*1JST&& 0 ^^:^m#mmX«/^J;tXltU^;Pm^©^S«0. 5-5 0w/ 

t:>m> tfnMtSt^HJ^A^) , #®^I4^iJ (jp'JVM-h8 0, x^n 

&ttM\zj?Hmmm<DWiMz& 02-12 u<«2.5~8.o fcwarrs 
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5 ^100^121 ^©^#7? 5 3 o frmmiiuMm 

15 u tt*— h^^©-fe^n-xxxfm # U tfx^y-t?^-- K ^Utfx;i/ 

#u*^#y;nk ^^^>j;«7MJi/75FM^#:, #u (j^^^u;pm 

20 ;*^;K> , #U;*^UW-K *'J^^^U;P7$K 75/7JWM^^ 
'JI/-h^l^ #U (^^^'JJ«7>kF'JF) , ^'J^JW^^Ul/ 
-h*S^#, tOWWF^yhRS-lOO, RL-10 0, RS-3 
OD, RL-3 0D, RL-PO, RS-PO (X^ UJPBfcX^SH' " X&T&V 
)Vm^)V • *?TZ?V)\'mfflkbV* : ?)\' • 7>tx^Ax?Ml^) , 

25 .t^fF^i/hNE-SOD (^^7^ iJ^i^^JP • 7^ UJUX^l^ 

#0 fe2ot<F7%hg ^2©r^u;>«*#u*T 
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5 (Carbomer) 9 3 4P, 9 4 0, 9 4 1, 9 7 4P, 9 8 0, 1 

3 4 2^, #U#— (polycarbophil) , #;V>"?A#U ;V 
. (carcium polycarbophil) (MIBttV^WfeB F£^y F U y^ttJBD , /WtfX 
73-1 0 3, 10 4, 105, 304 (V^nfefU^M^ («c) fi) 

(w/w) , £?£b<te^3 5f£^Vm8 0% (w/w) , $ <b^$? £L< «^J4 0 & 
^V7 5% (w/w) , iWJY-©tfW3^^U!l3 0% (w/w) , 
20 * b < Um 3 & V ^ b 1 5 % (w/w) l«£iJ teiiTktttJM £ $ fc^A,^ V ^ 

Tfe<fc<, ^©«^raj^^tt§il7icMM^W^™5 0%(w/w)OT, 
£L<te!U5~j^4 0 % (w/w) , £S^»i;L<te^5~fU3 5% (w/w) 

^> 0 ^^T±fB% (w/w) teSJ^^e^ (i, tK, x^y-;v 
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&&m%LX\zm%L<D&&* ^(D^ffirf-m*. ft £ b < i 5 o V 2 , 

0 0 0 Mm, S&fcj(F£L<fiM&5 0 Ofe^Vmi, 4 0 0 £imT&& 0 

5 ?i^r!K «g^»j, #§«au mum, &i&{mm&m&v* m.^,nvmvm^m..m 

moiM^Mfe. ®0. 5 Lift 9 5% (w/w) , £P£L<«^J5. O&ViLjft 
8 0% (w/w) > ZblZfttzV<feffi3 0fe^Vffi7 0% (w/w) T&£o 

15 3rz/*^)V±)Vn— X*;i/v"j7A(ECG505), ^D^A;MP~Xth'J^A 

(Ac-Di-So l) , U tfn;i/ tfn U H> (^nx^h'H» , fgB^S hHo 

^v-yntf;i/ir;i/n-x (l-hpc) &£/^ffl^£>ti§ 0 ^Tfe, bHn^v-yntf 

n^o g^jiLT^sm ^x>m. ^w>m& 

25 g'J£X:7 0 l/-L;W£>, ^#l^§^«^n<hK^J, t»^J&££©^#l£^ 
^(D^Vm^mWll 0 0 tfm&^LJj&l, 5 0 0 /imT?$5t)OWSL^. 
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«ij<tbT?g5^> ^x>m, =I/^^ 7 M^ vwr>m#©^\ 

bT#§JlfcV>b#&l 5% (w/w) , S?£b-<fc£#9l&V*L#&l 0 % (w/w) 
}C^£b<te^2&^U$8% (w/w) 

II. «©«y8GWfc«kSife« 

0 % (w/w) , * b < 5 & V> 11550% (w/w) , $ 6 b < 5 & 

^L3 5% (w/w) T?»4. 

&jiss$M©}&i« <h bx «tkx k & jimst? * & v > © urn & m v > 5 

jt) l&l^bl 0 0%<DlSfflT^fb$1*3;i£;^Ti*, $?£b<tel&^b 
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tiJ >, TirhnhU;K ^dd^M, ^^U>yuy-i F/5:MV^ti§ 0 

^x>^> y^)vm. >^&£©M£in;tTfej;^„ 

^— 3\ £gHffe;i/n-x (jflfb^ (*) ®L Ttf-k;i/PHi o , mm. 

tf^-x-vm. v>~h-;K ^tY^^^A, mmts)Viy 

J3Ti§r£ 0 ®^J(D^W*«^ffi^iJ^:»fcMbT> MXi£m4. 5~i99. 
4w/w%, $f^L<^2 0 9 8. 5w/w%, $ b < teltJ 3 0 ~ 

ffi9 7 w/w%tS§. 

5%, #?£b<tem~f$6 o %©fgH^?.5i^:s^-r?)ii<h^^^>o 
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mmshm, ecg- 5 0 sh^nx^i/^o-x^hU-y-A (M%.U,Mk!$(W) 
72*JV)V), ^nx*HH> WXU, BASFttE 3UF>CL), 
5 flit Fn^v'^ntf;nr;vn-x (fMft;# (tfc) K #;w^>^;vx^ 

^X7°n^^), ^«^x>y> (MM (tfc) SS> PCS) &£^7B^£>n, 
0. 5~&tJl 5w/w%TS§ 0 

mm^mnmm □ § & □ mmmm<Dm<£r\zi l z±m<Dm.mz 

y;i/^>> r^xh'J^a, tifzRM (#|;?tfc£ #Ux^t/>^Un-;K x^ 
ffi^ft^l, ^ u t^yxf 1/ >JigJfijS£xx c t)V$d£.Z$t$ U ^ ->x^ 1/ > y ;i/ tf 
25 U^^^if>^), >&m£*>tf, mvfcM tmgiJ> 
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ic> iifflijK^^t^fc-^ojispift-^i^w mam* mum. 

1r;i/#)fc$^HbbTt)£t/>o M»J^*S^§v^«»(c^bT, iwf — - <d%7± 
;i4Stfc^satbTj|5PS#ffl«flf!li:bT*>«fc^. 
C3] S-T^> ;ty*;i/XttPJffiF*g3SJSIB«!l*«fc^©W« 
15 S-T^> Ay5tj;i/SW0, PSg|^7S^^!l«^ij7 t d:^©ia^M^J~r&oTt> c fcli 

#Tfe ny*;i/x«pjBrtiSjsH«!iibTtt, mmmtmmmt.&ismT2> 
^b^afoffii&^i^wbTViTfej;^^ mu^mzv, 

th'J^A, x;i^h-x, ^>ni — ;k y;nf] — ;k 
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Xz/Ttf^ ^T-#A) , T;i/^>M (M, 7)V¥>Wtf-bVV&) , ±JV 

^;i/^^rv-^^;Hr;i/n— x, #U tfn;i/tfnu FX #ux^l/>^ 
h U ^A, TXn;i/tf>^ if U h U ^A&£^#frf£>n, mz, 

ffimmte£(Dffi®)m&m&isT%^\ ±tzj$fr%mm\z%is<femmm&&^ 
t^im iimn§fej&M-fz>z\h\z£.r)^-T^ /^y^jvmx\mm^mm 
«M#sti§o mmum&^n^r^, nm^m^Mnommz^x^iz 

i±T(cast)X^;VA<i:T§o "5JM> £j£#J, WL4tm±M, M 

X Z> tc *6 # U X5F V > ^ U 3 y" n b° 1/ > 7/ U n <H© ^ U 3 — MA & 
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15 ^6.mc^/tn (psyllium)®-?^ ->Wfc£<DWlV!l&& >A° # b < fc£ffi 

20 iz, v>-h"jK r^ha-x, 7^1 — — x&e>mc:hWN 

^bU^AJ^&tffc^ttr^-^A^ifO^ttljfiJg; ^>»X L-77 

25 2^5 1 2 sw$;i^a^sti§. 

Th'jy # x^aikt^ov h y v ? x z. t. \zimxx. mmm^n. 
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im?m. mm±n> zmmistf®, mmt phim»j, sum, ~# 
urns b < tttftTx * y trmtz * te-g-w b t ^ t <fc ^ . 

.»-?x+>^jtiTit i»hU7A, -r^->^mMJJi, ^nj+Xh 

aBWfcttaurjKi 0 . 1 5 0 a«%, * b < ^5 0 . 1-153 ,p a»%© 
15 #m§**^2k i5i#~*56 o^©m, j?sb<fa*sn^-*9i 5^ow, «fct) 

20 _hfBMff^J(7)WJ^#:^-r^^W««, mi 0~*59 9Mfc%, £?£b<te 
^J3 0-15 9 OfiS%T^§o 13 - v'^ h 'J >X» 3 - nf+X b 

±mzMT^mm^ mo. 01-1510 mm%, b < urn 1 -*5 5 mm% 
-r&^o m^tm<Dmm±mzMT^mm^ mo. 1-1^9011%, 

25 b<fck #51 0-15 7 0li%l!$5o iK*iSfi#:©«W!l^#fc»*rs^*tt 
&U0. 1-155 011%, £?£b<tef5l 0-153 0li%^§, 7jc^mtt^ 

u ^-©s^j^#^*rr&<B-w«kL 150. 1-153 oit%, »*b<«*5i 

0 ~$5 2 5 M%Ta5&„ ^feikm<DMMi£mzMT%^m%m 0. 1 -15 1 

011%, $F^b<^5i~^5m»%T^§ 0 iimmMfe^Biz, m&M, 
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mmm&is*rrz9m<D& j *mu* mmmomm, *zm> mvt* wj&* 
1560kg) — a&^d, mm** mmmtvx. b^jo. o i~m o 

OOmg/kg, $?^L<«^J0. 0 1 — *9 1 0 Omg/kg, £D£?£b<teof$0. 1 
~$91 0 Omg/k g, tDb^iO. 1—^15 Omg/kg^ ^*T?t>#9l. 
5~^J3 Omg/kg^l B l|Hl^e»^:llI^^TM^$n§o fc-feSAf, ffiflB 

i^aa^TS^O, ift©itbTlf, 
Pi9:#'rnfi¥L»'» 1 kgM25fe!9^0. 0 0 1-2 0 0 Omg^SKtillO. 
0 1~5 0 Omg, $5f:^Sb<H &J0. 1 — 10 OmggJtTSD, £tl£ 

sis iBi-4 tate^Htrs-^rs. 

0^~1 B£JU*u j;Dlf^b<«l 5^lHr«CGnRHT^ 
#t§W#lf^§, GnRHJ^X h^fcf 4t§i^> GnRHT 

KMt, BSfi?^t§«^, IUPAC-IUB Commission on Biochemical 
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D-3-(2-^-r/^;i/) T^n>^s 

O-ter t-7/^;i/- D — fe U > 
N im -^ y -J)]/ - D - b X > 

2 - ^Dn-^>yji/t^^M-;v 
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2 -ynt-^>yjm^*M^ 
2, 6 -^na^>^ 
N-bFa+v'- 5 2, 3 



: 3-kFn^>-3, FD-4-^V - 1,2, 

10 MeBzl : 4-^^-)V^y-J)V 

Bom : ^O^;!/^-^ 1 ^^^;!/ 

Bum : t.-fh^F^^^JV 

T r t : h U 

DNP :i?-FD7x-;i/ 

15 DCC : N, N* -^^^OA^v'MM^SF 



20 



25 



6. 7 m 1 ©If TKfcffiH U a-T'n W U > 5 . 8 g &mMVft. Z\tl\ZWZ 

mm, mmhrcatvmm mm^m^m: 15 coo (51. 6g) &^tr 

^nn^^>Ml 3 8 g&*}taU^— T 9 (IhI 
ll:»6 0 0 0 rpm) bfc^> 1 5 'CfcH^bfco zn^&MM, MMV 

mcumzmmvfro. (pva) «ti 3. 5 

©|srtB»c«»5l7 0 0 0 r pm«l&. ^®W/0/WI?^y 3 > 
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(1) 7n + y7i> 5. Omg 

(2) A*fi 2 0. Omg 

(3) ^7jc ^12 ml it§ 
5D^y7x> 5.0mg ;fe 2 0 . 0 mg ZM^klzmMZ^ jK^MplX 

^fi2. 0 ml £T£ 0 «^#T(C2 ml >:7>f-7WT£ 0 T> 

#%#II3 

(1) "yu^lyy^y 5 Omg 

(2) ^ h-x 3 4mg 

(3) h^DHyM 10. 6mg 

(4) bV=EnuZ/mm 5mg 

(5) XfT'J>tY^y7A 0. 4mg 

(6) ft )V^3ris *?-)V^)VU—^ & 2 Omg 

It 12 Omg 

a&fc^-tfB (1) - (6) £M£rU JTiSft^DfriSU ^J^f#fco 
«#!ll 
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1. Gn RHJd" — X hiSERM (selective estrogen receptor modulator) 
5 -i^-m, mmmmmm, I^IPIf, PMS (premenstrual 

syndrome) , nmmmm^rc^jizy^^ • u >^rftmww(D^ffi • mmjsmMo 

2. SERMl^7n^y7xX ?)W**/y^>. 7V7^>7xX T 
SE-424, SERM- 3 3 3 9£fc»SPC-8 4 9 0 T & 3 ft;^ 1 fBflt 

10 3. ^^mm^mm<D^mmmmm<Dm±m-v$>^m^mimm(Dmm 0 

4. lft¥Ll{j%(^bX, GnRH7tohOfiIiSERMi©fiii§ 

15 5. PtA»*fc^bT, GnRH7^Xh©tM^SERMi®liMt$ 
I^fctT^t§ ^ t A d d-B a c k^*£„ 

6. Bf?LSj^^bT, GnRHT^fnX hOtil^SERMlOfM^ 

20 7. m¥LW]mzMl<-C, GnRH7^-Xh©fM^SERMl0f|ii(!:^ 

8. GnRHTn'— X hi:S ARM (selective androgen receptor modulator) 

25 9. SARM^LGD 2 2 2 6Tfe^»^8fBtt©|S^o 

10. m^immzMVX, GnRH7^h®fiIiSARMi©fMt 

1 1. GnRHTzi~Xb£m*)^>&mmMtm&fr&iDli:Tf£&m±Lm 
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1 3. MAB (Maximum androgen blockade) WMM~Ffc %> vnifcm 1 lf3«©IS^o 

14. WSJMfetefcfrbT, GnRHTrfnXK©^»*2:UT— 1fiaSai©WSa 

Midlife b < ^m«©itB^, SfcteMidMfe b < *m*©IE£©¥Hr • 

15. mfLmmzMVT, G n RHT^X h©tglli U 7-tllf 

fi£ ^II^^t>ii:T^#-r ^> E t^#Htt§MAB (Maximum androgen 
blockade) Sif^o 

16. m%nm\ZtthX, G n RH7to h©f iii U 7-tIf l©f i 
1 7. GnRHT^X htS«#Ifn-»^ — 1£|fi^£^^b-frT 

is. s*#si^n^>^^ — • vmmm&tfy'f^—^ ^rv^, -t^u- 

SI -7 7 4, SU- 6 6 6 8, SU-101, GW- 2 0 1 6 £7tteC 

1 - 1 0 3 3T&&tt;t^l 7fSic©E^o 

19. «?LlJ#)^bT, GnRH7^X h©f MtS^i^HJ/^t 

2 0. Sk*<Dnim4kHER2m<DMmiZBCT, GnRH7^7h©fMt 
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22. mmmmm^ru>^ti>m> hh>e -rA>HD>m> -r>^ 

Ha>i, f^Fn>i, ^UFn>i, EB-1053, YH529, -fyU77#>Sfc 
5 «^X^7 0 nT-^U>T$.§if^2 lW3«©|S^o 

2 3. Pf¥L»Jtf^bT, GnRUT^~7,Y<D^mmhmXmmBm(Dm?j)WL 

10 2 4. GnRHTrf-X h LftmmmM£&m^t)1£Tf£&M±LmB, %M> 

2 6. Jfr4 J ©RM'fbHER 2i0lgtfSCT, GnRH7rf-XF0fM«J: 
MiSl©tiii£II^totTt4t§ifS 2 5 fB«©^Kr • ^m^o 
2 7. tiftMWc^LT, GnRHT^7 F©f MiMMOf Mi 
20 ^ia^^-B:TS^bTtif5tM, M£fcte^lM£^/hbfc1£, ^f4¥f 
^fe^tt^JSSfT^ ^«h^m^i-^Stf5tJ10, ?L«^fc«^^ffi(D^ 

2 8. GnRHTH^XFW h#-f > • dr^-T >lfi«IS££»^r:bi±T 

25 ^m-m©^©^ • mmmmm, 

2 9. PS?L»t/^bT, GnRHTrf-X hcD^*iit-f h^J-f > • ar^E^j 
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3 0. Jil^WRj^HER 2t0MtCJSDT> GnRH7^X hCDf Mi 

3 2. x>FirU>g^#:y>^^-X h^7h7t>^>, YM- 5 9 8, T 
A- 0 2 0 1, B o s e n t a n, SB-2 1 7242, SB-2 0 9 6 7 0, 
TBC- 11251, BQ-123, ABT-6 2 7*fd^ 
Cyc 1 o C-D-Asp-Asp (Rl) -Asp-D-Thg (2) -Leu-D-Trp-) 

AsviRl) UT X/^?3r>M 8 - 4 - y 
Thg(2) H2-5 1 I^^iJy>iS^t 0 ] Tt^tl^^T"? F&£Ute^(D 

3 3. m^mmzMVX, G n R H T zf - X h or^mm tx> Fir U >f§#7 

3 4. GnRH7^-7h^\ 3: 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

YteDLeu, DAla, DTrp, DSer(tBu), D2Nal 33<fc£J?DHis (ImBzl) & ZMlt 
n mm £ , ZIZ NH-C 2H5 £ 7c « G 1 y-NH2 £ ti^tl^f 3 X^t> £ tl & ^ 

H^fe«^-©mT^§gt^l, 11, 17, 2 1, 2 4, 2 8£fcte3 1f2m 

3 5. GnRH7^h^ ^ 

5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5 

^^n^^^F©»m-r*^»^3 4mm(DmMo 
i, ii, 17, 21, 24, 2 8&frfe3 immomMo 
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because they relate to subject matter not required to be searched by this Authority, namely: 
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to methods for treatment of the human body by therapy. 



2. Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 
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because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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2. | [ As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
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3. [ [ As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. [ [ No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest j~] The additional search fees were accompanied by the applicant's protest. 

[ [ No protest accompanied the payment of additional search fees. 
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(1) 

In each of the claimed inventions, a compound defined by a desired 
characteristic, i.e., "a GnRH agonist" is employed in combination with 
a compound serving as a drug effect ingredient selected from among 
SERM/SARM/sex hormone synthesis inhibitors (lyase inhibitors) /tyrosine 
kinase inhibitors /bone metabolism regulators /drugs for 
immunotherapy/cytokine/chemokine inhibitors. However, it is 

recognized that only parts of the compounds involved in the claims (both 
of the former and latter compounds) are supported by the description 
under Article 6 of the PCT and disclosed therein under Article 5 of the 
PCT. 

Even though the common technical knowledge at the point of the 
application is taken into consideration, it is impossible to specify 
a compound having the activity of the "GnRH agonist". Thus, each of the 
claimed inventions fails to fulfill the requirement of clearness as defined 
in Article 6 of the PCT. 

Such being the case, the search was made on the combinations wherein 
leuprolelin, which was employed mainly in the working examples in the 
description of the present case, was employed as the former "GnRH agonist" 
while one of the individual compounds (raloxifene, etc.), which were 
specifically cited in claims and employed mainly in the working examples 
in the description of the present case, was employed as the latter compound 
serving as the active ingredient of the drug. 

(2) 

As stated in, for example, US 4472382 A, WO 86/01105 Al and WO 97/278 63 
Al among the documents presented in the column C of this international 
search report which have been clarified after examining the prior art, 
it is not novel to enhance the preventive and therapeutic effects on 
diseases by combining a GnRH agonist with SERM/SARM, etc. Accordingly, 
there is a high possibility that the inventions as set forth in claims 
1, 8, 11, 17, 21, 24, 28 and 31, wherein it cannot be immediately recognized 
that the compounds to be combined with a GnRH agonist are not common, 
cannot be regarded as having a single general inventive concept in common. 
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